
small animal - is readable on the prior art host. Only 
amendment of a distinctive host not readable on the prior art 
will obviate this rejection." The Chemical Abstracts reference 
cited in the rejection refers only to the rat as an example of 
a small animal. This is true also of British Specification 
2101114 (copy enclosed) from which the Abstract derived. 

In these circumstances, to draw an absolutely clear 
line of distinction between the present invention and the prior 
art, new claim 5 now specifies that the small mammal is a dog 
or cat (cf. claim 2). Claims 2 and 4 have been cancelled as 
redundant and a consequential amendment has been made in claim 
3. It is believed, in these circumstances, that the amended 
claims are clearly distinguished from the prior art and relate 
to a utility which the Examiner agrees was not taught in the 
art . 

Favorable reconsideration and allowance of the 
application with withdrawal of the final rejection are 
therefore believed to be in order and are earnestly requested. 

Should minor issues remain which can be resolved by 
means of a telephone interview, the Examiner is respectfully 
requested to contact the undersigned attorney at the 
below-listed telephone number in order to resolve said issues. 

In the event that this paper is not considered to be 
timely filed, applicants hereby petition for an appropriate 
ex tens ion of time . The fee for any such ex tens ion may be 



2 



charged to our Deposit Account No. 01-2395, along with any 
other required fees . 



Atty. Case No. P41 8- 566-K85 1 068 
Suite 912 

1725 K Street, N.W. 
Washington, D.C. 20006 
659-2930 
RJK/ds 

Attachment: Copy of British Specification 2101114 



Respectfully submitted , 




KUBOVCIK 



Reg. No. 25,401 



.«» UK Patent Application ,„.GB <» 2 101114 A 
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~CH,CM CH,.o* ^O^"^ : 

ondPljisMoy OH;©J (R s *^^tossthe»resfcmsG*tf CH ? . C&o Ott v 
-CH-CH, CM* C CM 3 ©? CM CMjCMjCHj; 

Xis-CH CH or C C 



I**, ftc and R/. which con bo tho some oi dsttercftt, ore M. CMs. CM^CM » g*e£e@c*i. 
OH or - OCH 3 or ft 6 is hydrogen and «o artd R # t©go«w term 
- O - CM, - O-bridgo between two adjacent carbon atoms in ttt© jsfcc^ ©7^53, 
-CHRq- is CH ? , -CH<CM S ) . CH< CM,CM,» CHI CH,CN«CM 9 I . 



CM 3 



-CH(-CH-CH 3 >, CH< CHyCH y CHyCH s > or > C CM f) -C CM CM* 
.CH 3 

^C°CH-CH ? CHj,^CoC-CH 3( or r C - CM - CH y CM^CM 3 : Rb is M. - CH* - CH^CMs 



^CH, 

-CH 7 CH,CH 3 , CM~CHj, CH ? CM,CH ? CH 3 or OM; R, 0 »» M. CM* CMjCMs, 
CH, 

-CHyCH ? CH 3 , CM-CM! or CH ? CM y CH ? CM 3 ; R n isM. CM* CH^CM^, 
CM, 

-CMyCM ? CMj, Ctf- CM S or CHsCMjCNyCH,; n isOto 4; andtheir mm-t©ats 
oharmaceuticaflv occeptable acid addition salts exhibit antihypertensive. 
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R« is M or OH; ©r R a ossd ffij tcgethe? repyesoffsa 

=CM,. -CM-CM* cxCM-CMjCMs. 

CM 3 

35 / 

«C -CM* ©r = CM - CHjCMffCHs; 

II I : 

40 Xes -CM-CM- or -C « C-; 

R^RsfmdR,, which ©an be the same ©? different ore H, - CM* - CMjCM* fcaS@®e«. ©M @? - QCMs> ©? c3 
hydrogen and Ra end R, together form an -O - CM, -O- bridge between twa e^tJ^to ets^ to 
phenyl group; 
45 -CHRa- is -CM,-. -CH(CM S )-, -CM<-CM,CM 3 )-, 

^CM 3 

-CMt-CMsCMjCH^-. -CM<-Crl-CM 3 )-, -CMI-CMyCMjCMjCHs,)- 

or >C°CH J( > C°CM-CM* > C«CM-CH*CM S . > C~C-CM* 
>C~CM-CMsCM,CM 3 , R 0 is H, -CH 3 , ~CH,CM 3 . -CMsCWjCH* 

&S /CH 3 

-CM-CM* -CHzCH^H^Ns or OH; R, o l0M, -CM* 

,CM, 
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-CHyCH 3 , -CMtCM^M,, -CM-CM 3 or -CM*CM ? CM*CM 3 ; 

>>CM 3 

R„ isM, -CM* -CH,CM* -CMyCMjCM* -CM-CM 3 or -CM^M,CM^Ms 
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mon IV f*» *» mm wot — i ft ii M» »noo M« f fi» i»u o« n , 

~ n.«ndf*««» i* m mi********* 
to - w„«nd»<i»«f« wMi i i ii>^ i M>< N f yfcty *. 

Ibfm of uatu>ixi*»m mm ludasio* tlwo»» 
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4CSh«uMiM»d 
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•cop* of** _ 

Ttoay can thus torn nwnf 
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Ttot inwontion mdktom% mMhm its i 
compounds of termuU 0) or Oil o? • ( 
ptwmaosubcafty • c ose * **** car 
Tht invention pwds s, tor mu . 

44«.«*«^2^l*S*l»vM^»V<* , ^ w V ,,lrt, » l * 

4^I<M2,6 HiH i>oih»lp><onvllHi*w<Oltnf*^ » ZL w *7— ^ l antm 

4^\a42^*&n*mtihvk**mny*)\*t*nmtW 

4^|tt42-metf*H>t»S^II-2-fn«th^^ 

4 |(«-m«thyl^2^din>*tn/fb«^ 

4M<a-m«thy^2.3^fT»etnylb«fwyl|^-n^ 

4-((a-pit>f>vl)-2-fnetttvlbeniv 1 l ifn ^'^ 
4-|( t i-m«thyl^2m«thylben/v1|imicl«o*o 
4-|(a-methyl>-2.S^methylben*v«|imicl»K>Ki 
4-|a^hylHi-<3-m«thvlph^vl|rtvoVo«vm«mviM 
44«^HrtvlHH2.3^ime«hylpt%ef^)-hydr©in^ 
4^a^stM^2.3^imethylphsfw0hYdro^^ 
4^a-propy<^i^2-m«hvlphenv»)-Hvdi^ifvm«lhv1|imid»«Me 
4-|a-methy«Hi^2-m#tnvlpr»«nvl^hv<«ro>nrm«hvl|irntd*«>!« 
4-|«-m^y«Ki^2.6^im^hvlphenvl^Hvdroicvm^hvlllmia4iole 
4-|tt.a-bi»^2.3^im«hylphenvl>hvdroMvm#tHv«|imkto»ol» 
45 4-|a-<2 # 3^im^y1phenvU-2.3-dim«thv(bonfvl|ini*OMOl« 
4-|<u^hyl>-2,Mimslhy1ben*yl|imids*ots 
4-((a-ethyl>-2,3-dim*thvlb«nfvMimid«olo 
1 -<4-imid«olyl>-1 -(2,3-dim«thvlpHenyl>«thyl4n« 
1 -<4-tmld*2olytM -<2,6-dlmathylphsnyl>sthytsne 

The following specific compounds of formula (10: 
4-U-<2^dimsthvlphsnyl)-1-m«thvlsthvl|imid«iol« 
4-|2-<2,e-d*msthylphsnyl)propyl|lmldsK>ts 
4-|2*(2,6-dim«thylph#nyl)-1-msthylpropyl|imic1iifol« 
4-|2-(2,6-dimethylph«nyO-2-hydroKy«thyl|lmld«iole 

&6 4-<2-phsnylpropyDimlds*ols 

4-|2-(2,6-dlmsthylphsnyO-1-m#thylethenyl|lmidBrole 

4-|2-<2,0-dimsthylphsnylM-propsnyl|imldsiols 
4-i2-msthyl-4-ph«nyl-1-but«ny0lmldsiols 
4-|2-(4-chlorophtnyl)-1-m«thylpfopyl)lmld«fol« 
4-l5-(2,6-dlm«thylph«nyi)-1m«thyl-1p«ni«nyl|lmld«#olo 
4-|3-<2,6-dlmtlhylphsnyO-2-m«thyl-1-propsnyl|lmldMOls 
4(2-(2,6-dlmsthylph«nyl)-1-*thyl«thsnyl|lmld«tol« 
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WMi «H o« «he compound* of town* » « 

15 

*4aorsif* R« is 
mectvyt* ejlvyl Off 

_ rlhtnOpo 

JO 

Rn R*e 

-C-C- 



2S According to me teatuterfttiei^^ 

coinpour^crffo*mu^^ 

30 " 



wherein Ri, R*. and Rj ere as defined before, is reacted wrtti en erytaakyl mag«een#m habde * t, * | * v * d* 
35 magnesium halkto derivative of the formula: 



40 wherein R« and R> ere as defined before, n is 0 to 6 snd Hal i» a halogen atom to g*ve co-npoMnd* o* mm 
formula (110 

45 

60 



wharain R,, R», Ri, R». R*, R» and n' ara bafora. , 

Tha ■rvlalkvlmaanMlum halida darivativa can ba. for aiampla. an arylalMmagi^umbrom»da 
which ia praparad by raacting lha corra.pondlng arylalkylbromida *'*«^** m, ^™;^^ r < t< , 
•olvants for tha raactlon includa a varlaty of alhara. prafarabty tatrahydrofuran. Tha ■n^^y* ^^ 
M, lida darlvaiivo is praparad In lha utual way by adding lha arylalMr«agna.iumhal,da ^"'^^V^lL 
aolvant, a.g. tatrahydrofuran, dropwiaa onto magna.ium turning, eovarad by tatrahydrofurar^ « 
point of tha raactlon mixtura. Whan tha magnaaium turning* hava raactad. tha mi-tura 
Tha 4-lmldaiola darivativa ia addad In aolid form in small portions or in tatrahydrofuranaj^utwn. 
addition, tha raactlon mixtura la rafluxad until all of tha 4lmlda«ola darlvatlva hat raactad. T*»a raacnor. *ma 



60 variaa batwaan ona and fiva hours. 
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compound of lh* formal CIV) 



10 - - — ■■■■■■ r.rtrrflt^ 



15 

tttrotr^ 
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>. -(XT' 



wherein l^fWB,««a^«~~b^ 

dotation is rtactid with a Grignard reagent of the formuU 

35 

RsMgHal 

^^ W o^.^, 0 ^n R4 i» M can be pr^red by ,.<*c,k„ co~P<~~* ol H*^ 
40 wherein 0 i. 0 with hydrogen A suitable ct«ly«t ..eg «- J '» d ' u "» °"^ rt>00 
Unsaturated compound* of formula (II wherein R, 11 -CM,. -CM -CM,. 

=CM-CM,CM* =C-CM J ,or =CH-CH,CH,CH,or formula «l> where.n R,„.a hydrogen are prep*** toy 
46 dehydrating compound! of formula (HI): 



1) II, 



80 



wherein R t , R», R». R«. R; are defined before, R3 la an alkyl or aryl •• defined before and n' i» 0 to 6. to g«we 
55 a compound of the formula (V) 



0 
E 
3 

E 



WhajfOln Rt* Hj» *^S> OWd n ajnOv 91* §ft SB 




i rw osvwyorvjnon is 
tw^roohloric Odd C 
5 Tl*e compounds of fotmufe fVl 

palladium on carbon catalyst to she aoiisaponding 
Compounds of formula (M) wherein H«i 



•i* imejfatolc oldettyde of she formula 



10 



1 5 whejnsin Ri and ens as I 



JO 



rofd* 




whtrtin Rv R* R>. Rto »*d n act as before end Hal i% halogen, with a bMk reagent. pre*er«t#y 
In the Gngnerd- and Wittig-s y nthaeai described above, the free nitrogen atom «» the 
35 material can be protected by different method s , Suitabla protecting groups ant tur em* 
trtphenytsiryt or die* toirymethane. The removal of the protecting group can be p erfo r med m 
and depends on the kind of protecting group used. For example, a iti s sHii ynteiheno group •» 
ackSic hydrolysis and a benzyl group fay sodium In liquid ammonia. 
The present invention further provides yet another method for preparing compounds of she «* < x o n 
40 Thus, according to this embodiment of the invention, a starting material of the formula IV!) o» <VW) 



46 



(VI) 



(vll) 



00 wherein R,, R,, R*, R*R> and n are as hereinbefore defined; wherein R, y , n, v R 14 and R 1%# which can be the 
same or different, are each hydrogen, hydroxy, mercapto. halogen, amino. - O - atkyt of 1 to 7 carton atoms 
or 



55 



O 

II 

-O-C-R. 



wherein R is an alkyl; or wherein R, 9 and R t « can be combined to form a keto group. orR n snd R,* can be 
combined to form • keto group, or both R,, and Ru and R« s and Ri» can simultaneously form keto groups, or 



both«^andR„af««„ef«R„e»»»*^^ 

in ver tin g ea*d starting mmtW to the ujiisayoinUng " ^ "^ °* <ormuM> 





o> »tg»a amiBK i 



Ye«n3b^^ 
Cwrinrrudc with a benjene d^nvative of the rottnula: 
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2D 



1% 



.30 



wherein R&, Ra* R'« R« **** ° • ro ** <*efined hereinabove. <»*d Q •* a raAcaa ©1 formula 



40 



wherein R is a substituted and unsubstituted alkyt. arytatkyl or eryl gr oup. *noJ*,. Hal and « Set***) 
hereinabove. Preferably the reaction is performed by vigorously bo*lmg the berwne <te«v«^ <n 
formamide. the reaction time varying with the particular materia! employed. ^ 
45 ^sSo« time, typically are from 30 minute, to 8 hours. Obviously, the formamtde treatment «* be 
followed by reactionwTthen appropriate acid (e.g. HOI when 0 in the starting material .s 



00 
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O O 

II !i 
-C-CH-NH-C-R 

I 

R, 

in order to obtain the corresponding compound of formula (I) and <ll>. 
Similarly, when a starting materia! wherein Q is J-yism "r*^0^ 



60 



is employed, then the formamide treatment will be followed by hydrogenetion. thus affording the desired 
compound of formula (0 and (II). 



H 



OB* W% 1*s A 



AtuitUsip-ucailtOTttteprep^ 

IN scetyteted compound ol 1o fcymute W> end ff> 



<pr - <J 



10 



c-o 
I 



IS 



ofStolO 

tw»liy dimyU tmc>tiOdaaibyboMiwQ 
soiubonof an k%organicackt until ~ 



by the formuto 01 end 0U A It •* 



otlto? 




• starting fnateriel of tne formula 



20 



30 corr*e*ieriTrvcorKluct.d.ntr»prt»»enceo#^ 

rtmna or using metallic .odium in liquid ammonia. Suitable ceUtyst* ir*h^ piatmum 
^rt^a^rWrWnidurt.R.^*^ 

typical temperatures being 2S-70*C. . ... m. ,►,..„■„ w .. 

Yeianother method for the preparation of tt»e compound, of formula (II or (HI *tw«n X r. 

35 

! I 
-CH-CM- 

40 comprise* reacting a N-trialkyl»ilytimtda*ole o« the formula 



<1 



45 



wherein V is en elkyl group, preferably methyl, with en erylaWhalogenide of the formulae 



60 



55 



herein R, R» R*. R, R. and R. are aa before and Mai fa a halogen atom, in the presence of e teens ecjOV for 
warnS aluminium chloride or tine chloride. Aa ao.vant can be used 

The reaction is preferably carried out at room temperature ettmng the 

starting materials for 6-12 hours. 



1 

I 



Dm totsmedtetee of formula nw and IVW «wba 
An aktettyo)e of the fuimute 




*Hmm*^^*,*ri«™m**o**'* *™« * *** ******* 
10 e*ato«e, to g*vee compound of the formula (VW*e 



IS 



S 

•9 



> a 



wherem R^ts an eflfcyf ae< 
which compound m • i 
of the formula . 



20 



*» t y ^ f. g 



compound *« • third mp * «Qio«*a~-» (^^^^-^..-^dt^ 

^Anotr^r m«hod tor «t» p«p.r*o« of ttw compound. <*^J^«*°^™' "^"^^ 
•ikytation process of Mono* In tor tumpK • hs*a*eofn|«©^oftl»torm U U IXt 



to 



SO 



is reacted with a trimdh v «»ifvtenoletbef derivatrve of the general formate (XII 
OTMS 
R.-CH-C-CH, 

wherein R« i. an alky! as before, in the presence of a Lewi. acid, for sample tmc (III to <*v* . 

compound of the formula (XII. 



4$ 



(xu) 



The compound of formula (XII) it further brominated as before to 0 ive ^^"^^J^^^^. 
GO When R»and R, are hydrogen yet another method for the preparation of compounds of the formula <V*> 
can be applied. In this method a halide of the general formula (XIIU 



66 



so 



f. raactad with lithiated N,N^lmethylhydr.*one of acetone followed by hydrolysis to g.ve a compound of the 
general formula (XIV) 



K. -( i ?) — (i;h,)„-Ih-cm,c-ih i 



a 

E 
3 
E 



CM 9 W 9t4 * 



I are bfomtaetjed ee before to g*ve onwipounds of sns> so**n»§ie fVBX 

j to afK*horrne<hod«b* the proper etto 

formula CVW) a n sstacthnfr brominessd m*nq — Uomme* ng agar* tot ex am ple 

S, inhi%UnhQM>ho*Aim pecfaromfcBS. wfwjh has the formate <X\H 



10 



IS 



CC^i b h-p e -CM 4 CH|C-OH Br,° 

method tor H 
in wtiich to? 



4XVJ 



to 



CJCV9) 



e»vi> 



t with the c ompou nd (XII in the 
compound of the formate (XVHI 



oJelewtsacad 



20 



by mssti # d* a 



25 which compoutwlrs further twom^ 

Whe*R,,rslw*rog**.compoufKisrf 
(XW. wherein these are reacted w^ 14itr^^ 
<XV«0 



35 Here in the first step compounds of the formula (XIX) ere achieved. 



40 



ft 




?5> 



SO 



40 



the (Nomination of which compounds are performed following the method above. 

The preparation of compounds of the general formula IVHI can be accomplished from compounds oJ the 
general formula (XVII) by hydrogenation of the carbon-carbon bouble bond as well. The brommetton tn the 
45 second step leads to compounds of the formula (VII ). *S 

Alkylation of compounds of the general formula (XVII) when R, and R, 0 are hydrogen can be 
accomplished, too. In this method a compound of the formula (XXi 



60 



so 



is reacted with an alkylation reagent such as dialkyllithiocuprate (XXO which undergoes 1 .4-conjugate 
55 addition 85 



<R)tCuL< <KXn 

logue witl 

yir 



to form compounds of the formula (XII). 
60 Condensation of an arylatkylketone or its vinylogue with 4-imidatole aldehydes of the formula (XXIH eo 
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ptvvMw further another methodic* M 



^^Tlwyk>o^h«^th#^>w^tom^w (XXW)awdiXXrV) 



10 




CO 



iXXfV) 



In the fit St 1 



15 



20 



(XXV) 



(XXVI) 



► tfte formulae IXXVW1 and CX3CVW 



35 



(XXVIII 



IXXVWI 



As stated herein above, the compounds of the general formula III and (HI and the** non «o»cl 
pharmaceuticaltv acceptable acid addition salts have valuable pherrnacotovr^ properties and have 

40 found to possess excellent antihypertensive properties. , ^ 

Tests have shown that they also possess other pharmacological 
antithrombotic activity. Furthermore, antimycotte and antifungal Pjopertjes 
The processes described above for the preparation of compounds of formula (HI wherein * ** 



45 



The processes i 

Rn Rio 

I I 
-C « C- 



result mainly in the trans isomer of the compound. The trans isomer cm .he ^^^^2^ 
60 according to known methods, e.g. by heating it In the presence of an acid or by irradiating it with u*tev<c+*t 

Mfl Administrstion of isomeric compounds of formul. (0 and (III. their non-tonic, pharmaceutical* i 
acid salts or mixtures thereof may be achieved parenteral*, intravenously or ws<^Typ*^^rM 
amount of the derivative is combined with a suitable pharmaceutical carrier. As used herem, 

56 "eXtive .mount" encomps.se. those amount, which yield the desired activity without causing sdv^s* 
side-effects. The precise amount employed in a particular situation it^Pjndent upon ^^~sf~*°*s 
such as method of administration, type of msmmsl, condition for which the derivative is administered, sec. 

end of course the structure of the derivative. 

The pharmaceutical carriers which are typically employed with the derivetives of the present •"vemton 

«o mav be solid or liquid and are generally selected with the planned manner of administration in mind. Ttnis. 
for example, aolid carriers Include lactose, sucrose, gelatin and agar, while liquid earners include water, 
svruo peanut oil and olive oil. Other suitable carriers are woii-tn own to those stilled in the ert of 
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ae*~Tr^*thett*iowir*rJ~ced^ 




troojuoncy 

S m • futthor tor f^M<yutlWWw# pmpiwwwwwiiiw . 

blood pmsm« mowwrod from «* tafl irttoQ 



, ^yp^t^o prop^ti« *iHty«p«T*od ^rr^f^^.t:,,^^^^ — - — 

jqjr JIdc^»o«n^-T^ agorooMion of Uw wtoiM ^ w wl ^*^ *^ 
cow w*s ustd. To 1? ml of plnma cor*»ming ;tti6oi»r trim 
O « compound to tm fstoH Aftor 10 min inn^tion o* 



•11 • Wnm. 



tho t t M orr^toOwVl** x ■ ■ ■ « jjujtnomi 

T»e MiH^uobal euiv*y » w " '*» *? «*? ~ — 

cus au—*g. StrmtMococcus prop*"** f X w www . 



»S 



Tnchaphrton menugtaphyti*. MtoWPO Wf* ^ 

. OkWi guMMnnond, and Secc««wm ^<»>~« » y- .™ ^SlWhtn l» — M 



nutoent The «^^^l^^k^»^^^th. growth of t*e h- bw« 

rfihe compound tested is the radMt*^t**^^^' ^^^ J^^^ ^^^j^ 
A^tolcicrtYW^ determined by using *f^^ ^ ^ °* 

weaning 3040 9. The administration of the ^~ ,wp ^^~-^^.- nH 
Th\«^«»mpouiid4^242>dirm«^^ 

the Wood pressure lower.ng was Vf^S^l^MUM » nunutes la* 

pressure was on an average 38 The du.st.on of (he effect *••» •» 

^Tf^£^^^ 

pe, cent meo^red 30 ^^^rdL^^:^ P— « 



^SpounS 4^,,, m etr, v 0-2.3-d im e, h y.be~v,| imid-o,. caused . Wood p.e~u.. d.op <* - 10 

"ttne Examp.es be.ow. where 'H-NMR spectrum shin, are 
40 wih^Peduni.mer R 24 or a ^Z^.^^^ • 
which the presented chemical shifts <o. ppm» are ,a ~'* , ~. ^^.^ ^ given, to the same 

spectrum were determined with a Bruker WW0M j^™^ . |u , u , infl oif ec inlet syswov The 



so 



EXAMPLE 1 . ,, , ,_.«*». „i. 

4 l^ bis(2 ^» t hyl P h»nyl>h ¥ Jr OK ymet^ ,„r.hvdrotur.n. The mi«ur. 

4.9 g (0.2 moll of dry magnes.um turmnfli c % e L r „™«.„i»Jn. in 60 ml dry tetrehydrofura* is added 
55 heated .0 boiling and a solution of 34 g <° 2 , ™ > th. r^ion 

dropwise at such a rate that a smooth reaction I. ^JJ^fJ^^^L r r ^ The reaction m.xtur. 
mixture is ref luxed for about 30 minutes until ^r^^T*^^^S^^ „,., .r. adxtod in 
is then cooled to .bout BOX and 9.3 g of •r^^ES!^^ ««• • oH *"' * 

small portions. After the "00 ad and pour^ into 300 ml of 

60 then distilled off to give about half JJJ'SSS.T T h. Mirring is continue for an 
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EXAMPLE 2 

S AGii9^»«^*P«P*« ,, ~ m, **« 0,O i! ,mC ? 0 ! 
is renuned foe S how*. ,„.|ii.t M which inrtudeeejOmf of cone. MO, The r»»oiroo*<or'M»»o* S*e 

10 178-1791:. Liberation o» hy«*ioU>*oride ta *U itemed * ""•'J*' . ~" 

*M-NMR <HO-«altl: 1.9 (m.€Ml, 4.6 t«.3M).6.T !«. *Hl, 7.0 1H) 

EXAMPLES 

1S Tlv, compound is prep^ed by the method described in E »ampte «> 

i^x,-^ — ... — 

20 

EXAMPLE 4 

ecM 1Wr»a^tPdCer««dded and the reaction „»u^ i. «ti»f^ yvwou^ * * ln^o>c^ - 
K ^ W^ntU^^^comp^d. The -nurture » then M*KOd rtW^K,.^ ™ 

. ph.se is made alkaline with NaOH and extracted with <**oroform f3 - 40 mil. The ^..r^.^rf*c«*o™ 
e*n^.^eshedwithw.te,Mw10m.l^ 

1« %. m.p. 228 231^ (from ethanoll "V*~*^, ho " ""T^ •^*'•-*** > ' 0 «~~ , ' m ° *«>*" C 
30 'H-NMR: 2.1 (8. 6H>. 4.7 (s. 2M». 5.8 Is. IHl. 6.6 Is. 1HI. 6.9 Im. 8M». 8,7 Is. 1MI 

EXAMPLES 

4- h i -phenylbemyh - 5- rmrth ylimidaroto 
3b The compound is prepared by reduction ol 4-<.....-diphenyHhydro«v n «5lr,y« b n«.l,yt,r~d«ote — >9 - 
palladium-on-carbon catalyst as described in En ample 4. 

EXAMPLE 6 

40 +*%£2SZ$£S^^ 

method in Example 4. Yield 69 %. m.p. 198 204X Ifrom ethenoli. 
'H-NMR: 1.6<s.3H).45U. 1HI.6.3U. 1H>6.8U. 10HK7.3U. 1M> 

EXAMPLE 7 ^ t . ^ , 

The compound is prepared eccordino to the method in Example 4 178-100 C (♦rom 

methylphenvOhydroxymethvll S-methvlimiderole as starting material. Yield 79S.. m P 1 78- 180 C (nom 

water -ethanol). - , t . 1Ml 

'H-NMR: 1.4 (s, 3H), 1.8 <s, 6H), 4.6 <s, 1H), 5.35 (s. 1HI, 7.1 (m, 8M>. 7.16 (s. IHl 

50 

EXArVIPlLE 8 
""tSrSrX 

tetrehydrofuran is added dropwise at such a rale thai a smooth reaction is ma.nte.ned. After 
32 ^acrton ml»lurele refluned lor about 30 minutea until the meones.um tum.nfls no lonoe. react 
^^JlZlSTJXto*'* methylmaoneaiumbromld. is prepared Iron, 2.4 9 of maanes.um 
60 turninaaand9.6oo<methylbromldtlntetrehvdrofur«n. 

v-T-nothar flask of 1 2.6 a of 4-lmldafolecarbOKyllc acid methylester. Is added to 100 ml of dry 
Ji:T£r!n"c Mh« : m" lure is stirred while heet.no to about BOX To this is then dropped the e..W 



60 
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r containing 60 ml of 

additional 1SmtrH*w«ndtt*mt«feir»««ttwt 

of meAtn/lajnej cMoiide* Tne ^wnWnejo tiiejiwaeitg uujoti 

hmhtr punned column U w w^ o g<a phJc e e) » ea lc ag - 

tmidMaMKI -Cl> 4l i < i» ^> y Hi»» ^> ^y^ * fi o n itho i 

p o tase t urnf ryd to gon eutphtts at 136*0, - _ „ — _ 

HfNMR fMCMaft): 2, 104 <*» 3MK *313 <s> 3ML 6.19? ts, JMK M» is. 1ML ^101 ta. 1ML 7*3-7*2 *t*. 4 

10 ^HMIfHCMW; Signets at ppm: 19.073.21.957. 11*799. 119456, 177.961. 129*75* 13&23*. 
136.4981 1 36.892. 137391. 139:949. 14O.070 
Matting point a* bm: 137-14<rC 

1S H^fMR(HO^ Id. 3MK 2370 (broad a. 3HK C660 fa IHi. 4«3 I*. 2HL 7 079-7 263 tm.JKL?JI1 *v 

Signets at ppm 16.529. 21317. 22.462. 34,662. 117 Ml. 12*660. I2t.39&> t31 «7* 

135.6SO. 136S52. 140.161. 140.163. 142366 
20 By the same nwthod lot example the lo^^ 
4r4c*-m«!rJ»yl-2.6^HieO»ytlJeiuylHin*deinfe 
4^a-et>y«-2><limeihvfb^*^MrrwdMOl# 
4^a^*uty«-methytben^Nmida*0*e 
4*a^meth^2^Hd?metf*ytbefwylr^^ 

25 

EXAMPLE 9 

4^6-<trmethytph*nYth3-t>ut9f*-2~onm 

13.4g(0.1 n^lof2^methytben*aidehvde.1W 
hydroxide are mhced together and refluxed fo# about 20-25 h with agitation The p 

30 from the cold reaction mixture, lie* ice waW 

crystallized at a yield of about 90 M.p. of the reoryatetlujed product : 34-35*C. 
f H-NMR: 7.55 <1Hd. 16.51. 7.00 <3Hsh 6.26 OHd. 16.51. 237 <3Hs>. 2.31 t6Ms» 

EXAMPLE 10 

35 4-j2.6-dimethytphenyih2-pentmnonm ^ ^ _ t ^ _ 

To a mixture containing 20 g of Cut and 50 ml of tetrahydrofuran (THF) are added 105 m t of rnefhy«tth«*« 
dropwise during with agitation in a nitrogen atmosphere at a temperature of OX or lower untilthe 1 
precipitate barely dissolves. Then 6.7 g of 4^2.6^rnethylphenylK3-buten.2H>ne in 50 ml of TWr are 
slowiy at OX. The stirring is continued for an additional 2 h with a gradual increase et the temper ature to ♦ 
40 25X. The reaction mixture obtained is hydrolysed with 300 ml of a solution of NM«CL The ether is removed, 
dried and evaporated to give the crude product. , ti 

'H-NMR: 635 <3Hs>. 3.78 OHq ♦ t 7.6>. 2.76 <2Md. 7.6>. 2.34 <6Ht>, 199 <3Hs>. 1.27 <3Mo\ 7.51 
According to the same method, the compound 4-phenyl-2-pentanone was prepared. 
1 H-NMR: 7.10<5Hs>. 3.26<1Hq+t. 7 .6). 2.62 <2Md. fine structure 1.94 <3Ms>. 1.20 <3Hd. 71 
45 Similarly 4-<3^-dimethylenedioxypheny0-2-pentanone 

1 H-NMR: 6 62 <3H, •>, 5.83 <2H. si. 3.20 (IHq ♦ t. 7). 2.67 <2H. d7i. 2.04 <3Hsh 1.26 <3Hd7l 



15 



SO 



55 



60 



EXAMPLE 11 

1-bromo-4-(2,6~dim&thytph™yih2-penfnon* ^ ^ 

To 33 g of 4-<23-dimethylpheny0-2-pentenone in 25 ml of dry methanol 1 04 ml of bromine a re < 
dropwise rapidly at a temperature not higher than ♦ 6°C. Stirring is continued until the bromine ooiout 
disappears, while the temperature slowly rises to ♦ 20X. After evaporation the product is obtained at a yetd 
of at least 70%. 

'M NMR: 6.98 <3Hs>, 380 <1Hm», 3.67 <2Hs>, 3.02 <2Hd). 2.35 <6Hsl, 1 .33 <3Hd. 71 
According to the seme method the compounds 1 bromo 4 phenyl-2-pentanone snd 1-bromo-«-<7.6 

dimethy1phenyl>-3-methyl-2-butanone were prepared. 
Similarly using two equivalents of bromine: 
1.bromo-4-(2-bromo-4,5-methylenedloxypheny0-2-pentanone 

'H-NMR: 6.9 (IM, •>, 6.67 <1H, •). B 87 <2Hs>. 3.60 <2Hs>. 2.9 (3Mml, 1.19 (3Md7l 

EXAMPLE 12 

dJ?-(7 frdimmthylDhmnvnoroDvllfmidmiot* 



50 



55 
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71 



with othor. Osaohmd toi water. •w^U^^WfC^*^ 
tvunratien nwftcfcio dteofeod in •©** 

OH broad a>,7.06ONeL 7.00 OK* M C3MmL 2 JO «M»L 1 ^ <3H* 
4^ p liw»y H*uw < ) im*d aT rwj <— owalafal 
10 HM^: i« OH»l- 7.22 (5M*L 8*7 IIHeL 3.06 C3Mmk 1 .35 CJMd) * 

Kip o« tt*a oxaim. tao-iearc 

'H-MMR Its ox***): 8.70 OH. *). 7.11 (IK %K 0.70 OKmKSJ5«KilS.«»imU 

M4k of oxalate: 1S4-1S6X. ^ 
C3XU ^^^^ .. 

4^2^-o*omo^S-^othvio*wo*©^ ^ 

20 

EXAMPLE 13 

^6^rr**tfrr^ _ ^ ^^-^ i,,,, , hO 

A nocture of 1 3.4 g of ^e^n^vlb^^W r**^25£?^ 
wrthrtrrir^Tr*.^^ ^ 
2S into 0.5 1 of cold witer. extracted with tokun. 

*tl!tereo\toh*enea«l^ 
di-isooro u yie th e r . M.p. 43-44TC. 

'H-NMrTt-SiiHsK 6.96 C3Hsl. 2.42 13H»K 2-11 <6H»|. 1.5»<3Md. 1 4l 

30 

30 EXAMPLE 14 

1^mo^-<Z6^im*hvtptwvlh3-^h Y M4Hrttt2*™ - ^ 150tuw>n off 13 9 of 

To a mixture of 34* g of 4^2.6^methy«^ 
2^rboxvethy1tripheny1pho«|>c^^ m 50 ml offTHF « eddad 

35 washed with a Na, CO,-.olut,on end water. After ^^^J^^ X ^^ M ***** <*~"~9 » 
85-90% of 1-brornouM2.6^irmrt^ 

'H-NMR: 7.51 (1H broad a). 7.05 <3He>. 4.27 <2H»>. 2.18 <6Hs>. 168 <3Md. 1 .31 

EXAMPLE 15 , m 

40 4-/2-«, 6-dimethytphenyO t-methYtothenvWmKtmtoto E isomer . ^romo-442 

The compound 7. prepared according to the method 
din^y1rjhenvl>.3-methvl.3 -buten-2-one »• used instead of 1 bromo-4^2.6 d,methvtpfwnvt» 7 pentanone 

M.p. of the hydrochloride 260-262°C. _ 

•H NMR: 8.82 OH. d>. 7.36 OH. d>. 7.20 OK broad eh 7.08 <3Hah 2 20(6M.». 182 <3H.d.V2i ^ 

45 

EXAMPLE 16 

mJ^u«on of i<h.OfO-1-«.6^lmthvlph.nvl»ethan. 11.7 g> in Ory c* orotorrn < '^^^ 
60 « 'ng for 6 h a. room «.mp.r..ur 0 the product mlrfure w.. pounad 

Mumllnd with .odium hydrogan carbonate. Filtration and ertractlon with mathytaoa cMo.Ht> o»~ 

128.4 <1C, d), 1 16.6 0C, d>, 32.8 OC. d>, 20.6<2C, q». 17.0 OC. q) 
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iniMtioJos of the) QonoroJ temwwto 
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I 



*R,r*H. an •**<>* 1 to 4 carbon mms or -CM^OM; R, isMo* CM>; R,«a -OH - 04,04,. 
20 ""CHaCMjCH^ 




-CM-CM^ -CMjCMjCMjCM* -CM,CM-CM*or 

and R« is H or OH; or R, sod R« together represent 

CM, 

-CM,, =CM-CM V -CM-CM,-CM* -C-CH* ©r -CM-CH/»M>4,: 



30 

Ra R» Rii 

X is -CM -CM or -C ~ C - ; R*. R* sod R,. which can be the seme ot different, a** M. -CH^ 04jCM>. 
35 halogen, OM or - OCM j or R* is hydrogen end R» and R , together form en - O - (X, - O - bridge tist«i»r 
adjacent carbon atoms in the phenyl group: -CMR#- is -CM,-. -CMCM,-. -CMCM,-. -CM4-CMjCM,> 



CM, 



40 -CMl-CMjCMjCM,)-. -CM(CM( -CM-CM,-, -CMI -CM,CM,CM,CM,i- . oi 



45 



/CM, 

C-CM,, C-CM-CM,. C-CM-CM,CM,, C-C-CM^or 



C-CM-CMfCM^CM,; R» is H, -CM,. -CM,CM^ - CMfCMyCM,. 
60' .CM, 

-CM CM,. -CMjCMtCMjCM, or OM; R, 0 *»M. -CM* -CM,CM„ 



50 



CM, 



55 -CMtCMtCM^ -CM CM,, or -CM,CM ? CM 7 CM 3 ; Rn is M, -CM,. 



.CM, 

-CM,CM,. -CM,CM 7 Ch„ -CH-CM,or - CM*CM,CM,CM,; n is 0to4; providad that 

60 / R 5 

■ when R 4 » s OM. R , is M or CM, and R, is y OJ— % i 



1ft 
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- whtn R^. R$ end R« oh erg hyojmgon end Rj ra 




then R*. R»» R> <t not eH *Jfhuffia**ejouity hyo>ogen. 

* R»i end Rte cm not simul ta n eous ly hyoVogon 
end their nontoxic prujfmaceurjceBy •fcoaptobffe 
10 2* A compound of formula (l) or (B) accord in g to Oarm 1 wt*w«tfiM^oJ^.«»««j« 
same or dtfferenl ts hydrogen, mothyt. ethyl or hasogetv. 

3. A confound off lomHitomooooro^ioCteirn^ 
propyl* i*op«opyt or butyl. 

4. Aoor?voondofflormuUOIoocoro^toaw3who^ 

15 5. A compound off formula Oil a c c ord in g to Osim lor ?»ht>»flX»t 

R*o 

-C ° C - and Rfo t» h yd* ogen. 



20 



e. Ac»mpour»dolrorrmri«Cn)«oco^t>9toCl«fn 1 or 2 wherein X cs 

RmRio 

! ! 

-C=C - and R M is hydrogen. 



20 



30 



40 



7. A compound of formula (10 according to Claim 1 or 2 wh erei n X rs 
«8 R* 



3D 



-CH -CM- and Re is hydrogen. 
35 8. A compound of. formula (Ml according to Claim 1 or 2 wherein X ts 
R» Ro 



-CH -CH - and Rs is hydrogen. 



9. A compound of formula (Hi according to any of claims 1 . 2 and 5-8 wherein R, is hydrogen or methyl 

10. A compound of formula (10 according to any of claims 1 . 2 and 5-9 wherein nisOof V 

11. A compound of formula (10 according to Claim 1 wherein each of R*. R* and R,, which can be the 
aame of different, is hydrogen, methyl, ethyl or halogen; R, is hydrogen or methyl; R, «s nydrogen or methyl. 

45 R« or R M is methyl, ethyl or isopropyl. Re or R , 0 is hydrogen, and n is 0. 

12. 4-|a,a-bis(2-methylpheny0hydroKymethyl|imida*ola and its non-tonic pharmeceuttcetry ecceptatote 
acid addition salts. 

13. 4-(|u-(2-methylpheny0|.2-methylben*yl1imida«>le and its non-toxic pharmaceutical ty accepts**) acxd 
addition salts. 

50 14. 4-<u-phenylben*y0-5-methylimidaio»e and its non-toxic pharmaceutical^ acceptable aod add-on 
salts. 

15. 4-||a-(2.8-dimethylpheny0|'«*methyl|hydro)tymethyl|lmidarola and its non-toxic pharmaceuhcaBy 

acceptable acid addition salts. 

18. 4.||a-(2,3-dimethylphenyOI-<i methyl|hydroKymethyl|imidafolo and its nontoxic prujrmeceuhcatry 

55 acceptable acid addition salts. 

17. 4-(<Mi-bis(2-methylpheny0hydro>ivmethv0*6-meihylimida/ule and its nutt-ioxn. pha*«nave«*ic*Uv 

acceptable acid addition salts. 

18. 4-||a-(2-methylphanyl|-2-methylbenfyl-6-methylimidafole and its non-toxic pharmaceuueatty 

acceptable acid addition salts. 
60 19. 4-|(u-methy0-2,6-dlmethylbenryl|lmldaiole end its non-tonic pharmaceuticaUy acceptable actd 

addition salts. 

20. 4-|(a-me1hv0-2,3-dim#thylbenrv1|tmldafole and Its non-toxic pharmaceuticetly < 



50 



5ft 



CO 



OS * t#1 1 ** * 

1? - - 



». M<«^out*w>dimaih^^ 

tvoffi aalta* . . _ . m 



acM addition aafta. B 

S a* a^to«piopvO- < n ia iU »*^i*|iw*0*»o*aat»d 



10 




2S. 4^o-ma«h**>«notln>*«*^ 

36, ^to-math**^*^^***^* 1 ^ 10 * and fca nof»-%o«* 

L— . -* -» «t^Jt« 



20 




31. 4^<^matt^^Hiiatl>»tptw^H »» 1 

K^ntabta acid addition aalta* 

2S ^tS2^^y«P^H»ro«^lim i <»«o* ."d ft* ~~«"' 

30 ^"^"^IP^hmkU^ .nd ft. non-tox* ph.rm~eu,ic*.»v «^J"*~~; ' 

^•^a^n^hylpheoyl^l-prop^lSmld^ to non-to.* ph~m«~rt.c.«V ~-. 
35 ^^"^-thyl^pf^nvl-l-botenvl)^^.- and it. nontoxic ph«rm.«u,.ct.v .ccpwW. .od ~*» 

'"Tr^U^lorophenvlll-m.rthvlpropyllimid^ole .nd to non-to-ic ph.rm«*u»«*»v «*» 
40 ^ rti ^ , *2.6^imethvlphenv1).1. m «hv10.pen.^v 1 |im i d^o. B .nd ... "on .o-c ^"^^ 

45 *£*™™££ 2 .a^.^y.phenvnhydro-vmrtMlimldwol. .nd it. nonto.ic ph.m~~t«*»v 

"fftSSSS^^ — iu non - , °" ie 

"•2. 4-|<<.^hy0-2.3^lm.thylb.n«yl|lmld.«ol. and it. nonto«lc ph.rm.c.utic.»v •cc^i.bl. ~id .dd*.on 
"Si 4-|2-(2.3-dlmethvlph.nvl»-1-m«hvleth.nvnimlda*ol. .nd it. nontclc ph.rm.cuti«Mv 
S» .cjd .d J££J^ .nd it. non «o«iC ph.rm^utic..hr 

60 TSrtSSEE^^ 



G8 2 101 114 A 



6S. 4 W2,e^methv%*r*anvtr- 1 -a*hyt 1 .p*openv4Nmtda»©fs *» 



5 S?. *>l*4tj6<*m«hvt > ^^ 4 ,»Miy m » * y W i mMm o* w< «t» nofMo^c 
•okl addition safe*. . ., _ . 

Sft 44441*4*jMon3pha^^ 
<onMiNt acid addition aaft*. ^ 

sa. ^l^,e ^ i^ »lp >*»^h1 ^ > y<^ >v ^ i^> i ot«»«<d<>' w 

10 4^«**Hdim«lh*pl%^ 

addition salts. 

61. 4>W3L4>i i is ^ t^» «littM W< ^ and *m non-sow 

IS *6^Xn^^ 



to 



63. 1 ^4-m»da*orv1r 1 ^2.6HdM»iathy^honrv1M«t%y^ and *» non^uc pna«tnacs*«*ar * < 

^^£r^foc^ w 
20 which composes reacting an «m»da *oM** « o nc ot tna totmuie 



25 



30 



wherein R» and R* are as defined in Oaim 1 and R» is as en alky! ot eryi as aettned *n rtas*™ 1 «nt* an a*v3 
magnesium halide derivative of the formula ^ 

/ 

» 

35 . ^ , 

wherein nV. R*w R/ are as defined in claim 1 and Hal is halogen. ^ w 

^ A^ocess for the preparation of a compound of formula <l> o. <H» as corned .n 1 ^ X cs 



40 



Ru Rio 

• I 
-C = C- 

and R, 0 is hydrogen, which comprises reacting a compound of the loimuia 



ac 



50 



50 



wherein R, R, are as defined in claim 1 and n' is 0 to 5 with a compound of the formula 

RjMgHal $5 
56 wherein R, is an alky) or an aryl as defined in Claim 1 and Hal is halogen, to give a compound of the formula 



60 



<1; 



«0 



D 
E 
3 
E 



j 



IS 




which in a second step is reacted with a Grignard reagent of the forrmjU 
30 RjM«H»J 

wherein R, is an alky! or aryl as defined in Claim 1 . to give a product, which m the hoai su*> »s dehydrated *o 

give a compound of formula (0 or (if). 
67. A process for the preparation of a compound of formula 0) as cia»med w Ci»»m twtmm^is 
35 hydrogen, which comprises catalytic reduction of a compound of the formula 



40 




40 



H 



wherein R„ R?, R*. R« and R, are as defined in Claim 1 and R, it an atttyl or aryl ee defined m Oatm 1 
45 68. A process for the preparation of a compound of formula (III as claimed in Oaim 1 where** X is 

Rn "to 

I I 
-C-C- 

50 

and Rto it hydrogen, which comprises dehydration of a compound of the formula 



55 




wherein R„ R 2 , R», R*, R* are at defined In Claim 1, R, Is an alky! or aryl as defined in Claim 1 and n' is t to 5 



/ 



0 
3 



*0 GBH0tU4A 

s CM-CM 

and ft» *» K y Oio Qf tt . ****** < 

10 



>««s 



0» %t f rrwU 



70. Apioc«lottt»pf«^aWoJe igm ^ 



R*» R»© 
20 -C«C- 

and R„ ts hydrogen, wtuch compran r*ect«tg « «m«lwoi« o« m# ♦ 



<X.. 

1 

wherein R , and R? ere as defined m cfetm I . with an afe*v**tem*«' «PNjnyH*(iH^ 



30 



35 



f 10 />~ S 



wherein R^R^R,, Rio and n are as defmed in Claim 1. 

71. A ^omss for the preparation ol a compound of formula HI ot OH as cta^mert m CH*m V «Nr^ X «* 

40 R« Rs 

-CH-CH- 

wnich comprises reacting a N-trialkyisilylimidejole of the formula 



45 



SO 



wherein Y is an alky! group, preferably methyl, with or .rylalhylnelogen.do of tho formula 



Nr j2/" ' 11,1 ' V / ' 



60 



60 



wherein R 3 , R 6 , R*», R/, R„ and R 9 are as defined in claim 1 and Hal is a halogen atom, in the presence of of a 
Lewis acid. 



/ 




£•3 tOI 1M A J* 



72. Apioce**to*tlwpraj$>e#a«o*©*^ 
startiooj material of the tettnwle 

53©^ -ft!- - -IH^-'-'-t'l"- 



ihyd^hyd^.mva^Me^*^ °° aa>* o* 1 » * ce*t» atsms ©» 



O 

IS -O-C-R 



»H^»na*^:orwhayamR^ar^R^c^bewr^^ 
I to form a •osso group, ot both R % , and R»« and R*j end Rv» can sm*Aaneous2y %om fc*9e> grot^m. 
with a t**gs^ capable o*c«we*ti^ 
20 7X A proem for ma preparation of a compound **d&m*mC*mm* **^ ca *r&i sm 9*mmit^ 20 
fo rma m^w^ecompou«Klof thaform^ 



wherein R5.fWR9.R9 and n are as dafined in Oatm 1 and Q is 

30 

1* 




1 2 ^: IU1 



<j - o 



'I 



90 



35 » 
(wherein Hal is a halogen atom. R is substituted or unsubstttuted alsyl. are£fcyi or eryt group*, provided that 
a) when Q is 

O O 

40 II ii *® 

-C-CM-NH-C-R. 

I 

R> 

4$ the reaction with formamide is followed by treatment of the intermediate product with acid: and 45 



50 blwhen <j »» -!/-• *uniM £t . SO 

the reaction with formamide is follwed by hydrogenation of the intermediate product. 
74. A process for the preparation of a compound as daf mad in Claim 1 which comprises hydrorysing a 
65 compound of the formula 55 

r 

V" 



22 GB& tt* A 



r 

A- 




t <x. <x 



ess^@3so ^5 ©5ss5*ss ©4 c© 



33 




ii 



35 

wherein R, is M. an olfeyt of 1 to 4 carton otomo or - CM 7 O>0; R f isMor CH,;«, i& 



.CM, 

-CM* -CM^M* -CMjCHjCH;,. CM CM,. - CMrCHyCMjCW,. 
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or Rj end R$ together represent -CM?, «CM-CM 3 , 

CM 3 

50 / 

=CM-CM 7 -CM,, -C CMj.or -CM -CM 7 CM 7 CM 3 ; X io 

R 0 R 9 Rn R»o 

55 -CM-CM - or -C = C-; R ft , Ro ond R/, which can bo the some or different, and M, -CM*. CW?CW* 

hologon.OMor -OCM 3 or R b is hydrogen and R c and RMogothor form on O CM, O brec^o between **e 
adjacent carbon otomo in the phenyl group; - CMR e - is - CM, . CM(CM 3 I . 

X CM, 

60 -CM<-CM 7 CM,,-, -CM<-CM 7 CM ? CM 3 K, -CM< CM CM,» . 

-CMI-CM^CMjCM.CM,)- or C = CM 7 . C°CM-CM 3 , C-CM CM 7 CM lt 
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w £s Q> 4 . thai ®sm m R i9 m& «?© s&mi&ast&esss^ fc^o^n, o « 

aesego^le earner tftere?®*. 

l^ayms^ist^K^v aesegsa&a same? tltereS®?. 



